Cycle arrest and apoptosis in MDA-MB-231/Her2 cells induced by curcumin.
Breast cancers with an overexpression of Her-2 or Skp2 overlap with those affected by reduced p27 expression. In breast cancer, the loss of p27 is associated with a poor prognosis. Curcumin, the main constituent of turmeric, has been found to stabilize p27 levels in breast cancer, but whether this effect is mediated through changes in Skp2 or Her2 expression remains unclear. This study investigates whether curcumin inhibits Skp2-mediated p27 ubiquitination in Her2/Skp2-overexpressing cancer cell lines (MDA-MB-231/Her2 cells). The results show that curcumin represses cell proliferation, induces G1 arrest at a lower dosage (30μM), triggers apoptosis at a higher dosage (50μM) and blocks cell migration in MDA-MB-231/Her2 cells. A low dose of curcumin increases p27 and decreases Skp2, Her2, Cyclin E, CDK kinases in a time- and dose-dependent manner, suggesting that p27, Skp2 and Her2 may be involved in the growth inhibition in MDA-MB-231/Her2 cells induced by curcumin. However, higher doses of curcumin produce a dose-dependent apoptotic death in MDA-MB-231/Her2 cells, which is related to cleaved forms of PARP and caspase 3. The findings indicate that curcumin is of potential value for the chemoprevention of breast cancer, especially in breast cancer with Skp2/Her2 overexpression.